The concept of localised intestinal immunity has its origins in Besredka' s observation that oral immunisation using killed salmonella organisms provided solid protection against dysenteric infection irrespective of the titres of serum antibody.' But the clinical benefits were variable and short lived and interest lapsed. Little further progress was made until Heremans' discovery of IgA and the marked predominance of IgA-containing plasma cells in normal intestinal mucosa.2 The differences between the antigenic determinants of serum and secretory IgA led to the identification of an additional polypeptide chain, the secretory component (SC), which is essential to the secretion and function of IgA antibody at mucosal surfaces. ' The importance of the mucosal immune system to the pathogenesis of intestinal disease was swiftly recognised by Chris Booth. When I arrived as a houseman at Hammersmith in 1969, several pioneering immunological studies of coeliac disease had been published. The clinical research ethos at Hammersmith stimulated the study of human disease not only by applying basic scientific knowledge and techniques but also by recognising that careful study of human disease can also provide opportunities for advancing our understanding of human biology. I recall the outpatient clinic in 1969 when Chris handed me the referral letter for a new patient he had not seen: 'Fascinating, sounds like alpha chain disease. ' Several months later Heremans came to Hammersmith to deliver a series of outstanding lectures on the secretory immune system. Grand rounds that week included the presentation of what was to be one of the earliest published cases of alpha chain disease. 4 In the decades since these early discoveries, major advances in understanding the physiology of the intestinal immune response and the advent of molecular biology have helped to elucidate the induction and regulation of the secretory antibody and cellular responses at mucosal surfaces.
Gut associated lymphoid tissue (GALT)
The exposed surface of the intestinal mucosa is under constant challenge by ingested foreign antigens in micro-organisms, products of food digestion and drugs. It 
